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CAPLUS COPYRIGHT 2007 ACS on STN 
2006:16626 CAPLUS 
144:184022 

The discovery of a potent and selective lethal factor 

inhibitor for adjunct therapy of anthrax infection 

Xiong, Yusheng; Wiltsie, Judyann; Woods, Andrea; Guo, 

Jian; Pivnichny, James V. » Tang, Wei; Bansal, Alka; 

Cummings, Richard T.i Cunningham, Barry R.; 

Friedlander, Arthur M.; Douglas, Cameron M. ; Salowe, 

Scott P.; Zaller, Dennis M.i Scolnick, Edward M.j 

Schmatz, Dennis M.i Bartizal, Kenneth; Hermes, Jeffrey 

D.i MacCoss, Malcolm; Chapman, Kevin T. 

Merck Research laboratories, Rahvray, NJ, 07065, USA 

Bioorg, Med. Chem. Lett. (2006), 16(4), 964-968 

CODEN: BMCLE8; ISSN: 0960-B94X 

Elsevier B.V. 

Journal 

English 

CASREACT 144:184022 
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AB A potent and selective anthrax LP inhibitor (I) , was identified through 
SAR study of a high throughput screen lead. It has an IC50 of 54 nM in 
the enzyme assay and an IC50 of 210 nM in the macrophage cytotoxicity 
assay. I is also effective in vivo in several animal model studies and is 
orally bioavailable in dogs and rhesus monkey. In combination with 
ciprofloxacin I significantly increases the survival rate of mice and 
rabbits treated with anthrax. I is even effective prophylactical ly in 
preventing anthrax infection in spore challenges without antibiotics. 

IT 629670-72-0 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(potent and selective lethal factor inhibitor for adjunct therapy of 
anthrax infection) 

RN 629670-72-0 CAPLUS 

CN 2H-Pyran-4-acetamide, <*-(( (4-f luoro-3-methylphenyl) sulfonyl) ami no) te 
trahydro-N-hydroxy-, (oR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 629670-84-4 629670-85-5 629670-86-6 
629670-96-8 874978-85-5 874978-88-8 
874978-92-4 

RL: PAC (Pharmacological activity); THU (Therapeutic use) 
(Biological study); USES (Uses) 

(potent and selective lethal factor inhibitor for adjunct therapy of 
anthrax infection) 
RN 629670-84-4 CAPLUS 

CN Cyclohexaneacetamide, a-( ( (4-f luoro-3-methylphenyl) sulf onyl) ami no) -N- 
hydroxy-, (oR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 629670-85-5 CAPLUS 

CN Cyclopentaneacetamide, «-{{ (4 -f luoro- 3 -me thylphenyl ) su 1 f onyl ] a 
N-hydroxy-, (*R) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 629670-86-6 CAPLUS 

CN Benzeneacetamide, a-( ( (4-f luoro-3-methylphenyl) sulfonyl) amino) -N* 
hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 629670-96-8 CAPLUS 

CN Cyclopropaneacetamide, a- [ [ ( 4 - f luoro-3-me thy Iphenyl ) sulfonyl ) ami no) - 
N-hydroxy- ( («R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 874978-86-5 CAPLUS 

CN Cyclobutaneacetamide, <*-(( (4-f luoro-3-me thylphenyl ) sul f onyl ) ami no) -N- 
hydroxy-, (<*R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 3-Furanacetamide, <*- ( ( (4-f luoro-3-methylphenyl) sulfonyl] amino] tetrah 
ydro-N-hydroxy-, <aR,3R)-rel- (CA INDEX NAME) 



L4 ANSWER 1 OF 23 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 874978-92-4 CAPLUS 

CN 3-Furanacetamide f a-( ( (4-f luoro-3-methylphenyl) sulfonyl] amino] tetrah 
yd ro-N- hydroxy-, (aR,3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Relative stereochemistry. 
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Process for making N-sulfonated amino acid derivatives 

Dreher, Spencer D. i IJcemoto, Norihiro; Shultz, C. 

Scott; Williams, J. Michael 

Merck i Co., Inc. , USA 

PCT Int. Appl. , 52 pp. 

CODEN: PIXXD2 

Patent 

English 
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OTHER SOURCE (S) : CAS REACT 144:51892; MARPAT 144:51892 

AB The invention relates to a process for preparing optically active 
a-amino acid substrates R3-Z-NHCH(CHR1R2) CO-Y [Rl, R2 are 
independently H, tun) substituted alkyl or aryl or combined form a ring; R3 
is (CH2) 0-4 -aryl , -heteroaryl or -heterocyclyl or O (CH2) 0-4-heterocyclyl; 
Z is CO or S02; Y is OH, alkoxy or NH0H) or their pharmaceutical ly- 
acceptable salts, in vivo hydrolyzable esters, etc., which are used to 
make potent lethal factor (LF) inhibitors for the treatment of anthrax. 
The amino acids were obtained by a novel, high-yielding and highly 
enantiose lective asym. hydrogenation reaction of a tetrasubsti tuted 
ene-sulfonamide acid or ester. Thus, hydrogenation of sulfonenamide acid 
3,4-MeFC6H3S02NHC(:CRlR2)C02H (:CR1R2 - tetrahydropyran-4-ylidene) over 
[ (R) - (S)-( (diphenylphosphino) f errocenylethyldi -tert-butylphosphine] RuCl (p- 
cymene)]Cl (synthesis of substrate and catalyst described) afforded the 
(R) -sulfonamide acid in 97.2% yield and enantiomeric excess 96.91. 
•629670-72-0P 

RL: SPN {Synthetic preparation); PREP (Preparation) 

(preparation of N-sulfonated amino acids via hydrogenation of dehydro 
deriva, ) 
629670-72-0 CAPLUS 

2H-Pyran-4-acetamide, a-[ [ (4-f luoro-3-methylphenyl) sulfonyl) amino) ta 
trahydro-N- hydroxy-, («R) - (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2005:499096 CAPLUS 
143:108942 

Anthrax lethal factor inhibition 

Shoop, W. L.; Xiong, Y. ; Wiltsie, J.; Woods, A.; Guo, 
J.t Pivnichny, J. V.; Felcetto, T.; Michael, B. F.; 
Bansal, A.; Cummings, R. T.; Cunningham, B. R.; 
Friedlander, A. M.; Douglas, C. M.; Patel, S. B. ; 
Wisnievski, D.; Scapin, G.i Salove, S. P.; Zaller, D. 
M. ; Chapman, K. T.; Scolnick, E. M. ; Schmatz, D. M.; 
Bartizal, K. ; MacCoss, M. ; Hermes, J. D. • 
Merck Research Laboratories, Rahway, NJ, 07065, USA 
Proceedings of the National Academy of Sciences of the 
United States of America (2005), 102(22), 7958-7963 
CODEN: PNASA6; ISSN: 0027-8424 
National Academy of Sciences 
Journal 
English 

The primary virulence factor of Bacillus anthracis is a secreted 
zinc-dependent metal loprotease toxin known as lethal factor (LF) that is 
lethal to the host through disruption of signaling pathways, cell 
destruction, and circulatory shock. Inhibition of this proteolytic-based 
LF toxemia could be expected to provide therapeutic value in combination 
with an antibiotic during and immediately after an active anthrax 
infection. Herein is shown the crystal structure of an intimate complex 
between a hydroxamate, (2R) -2- ( (4-f luoro-3-methylphenyl) sulfonylamino] -N- 
hydroxy-2- (tetrahydro-2H-pyran-4-yl) acetamide, and LF at the LF-active 
site. Most importantly, this mol. interaction between the hydroxamate and 
the LF active site resulted in (i) inhibited LF protease activity in an 
enzyme assay and protected macrophages against recombinant LF and 
protective antigen in a cell-based assay, (ii) 100* protection in a lethal 
mouse toxemia model against recombinant LF and protective antigen, (iii) 
••501 survival advantage to mice given a lethal challenge of B. 
anthracis Sterne vegetative cells and to rabbits given a lethal challenge 
of B. anthracis Ames spores and doubled the mean time to death in those 
that died in both species, and (iv) 100% protection against B. anthracis 
spore challenge when used in combination therapy with ciprofloxacin in a 
rabbit point of no return model for which ciprofloxacin alone provided 501 
protection. These results indicate that a small mol., hydroxamate LF 
inhibitor, as revealed herein, can ameliorate the toxemia characteristic 
of an active B. anthracis infection and could be a vital adjunct to our 
ability to combat anthrax. 
IT 629670-72-OD, complexes with anthrax lethal factor 
RL: PRP (Properties) 

(crystal structure; anthrax lethal factor inhibition by hydroxamate 
inhibitor and relevance 'for treatment of anthrax) 
RN 629670-72-0 CAPLUS 

CN 2H-Pyran- 4 -acetamide, a- [ [ (4-f luoro-3-me thy lphenyl) sulfonyl) amino) te 
trahydro-N-hydroxy-, <aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 629670-72-0 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
THU (Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(inhibitor; anthrax lethal factor inhibition by hydroxamate inhibitor 
and relevance for treatment of anthrax) 
RN 629670-72-0 CAPLUS 

CN 2H-Pyr an- 4 -acetamide, <x-[ ( (4-f luoro-3-methylphenyl) sulfonyl) amino) te 
trahydro-N-hydroxy-, <aR) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2005:396065 CAPLUS 
143:97086 

Improved solution- and aolid-phaae preparation of 
hydroxamic acids from esters 

Ho, Chih Y.i Strobel, Erici Ralbovsky, JanetJ Galemmo, 
Robert A. , Jr. 

Oncology Team. Drug Discovery, Johnson & Johnson 
Pharmaceutical Research and Development, Spring House, 
PA, 19446-0776, USA 

Journal of Organic Chemistry (2005), 70(12), 4873-4876 
CO DEN: JOCEAH; ISSN: 0022-3263 
American Chemical Society 
Journal 
English 

CASREACT 14 3:97096 
The addition of small amts. of solid KCN to carboxylic esters, either 
solid-supported or in solution, in THF/MeOH/NH20H increased the efficiency 

their transformation to the corresponding hydroxamic acids. 
8S6U8-73-5P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(solid-phase preparation of hydroxamic acids via esterif ication of 
carboxylic acids with HMBA-AM resin followed by N-sulfonylation with 
mathoxyphenylsulfonyl chloride, hydroxyami nation, and resin cleavage) 

856118-73-5 CAPLUS 

Bonzeneacetamide, N-hydroxy-a- ( ( (4-methoxyphenyl) su If onyl) amino) - 
(9CI) (CA INDEX NAME) 
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2003:9718 38 CAPLUS 
140:16963 

Compounds useful in the treatment of anthrax and 
inhibiting lethal factor 

Xiong, Yushengi Chapman, Kevin; Singh, Sureshi Guo, 

Jian; Patchett, Arthur A. 

Merck fc Co. , Inc. , USA 

PCT Int. Appl., 6| pp. 

CODEN: PIXXD2 

Patent 

English 

1 
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WO 2003101382 
WO 2003101382 
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PL, PT, RO, 
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FI, FR, GB, 
BF, BJ, CF, 
CA 24 87727 
AU 20032395,99 
EP 1511472 

R: AT, BE, CH, 
IE, SI, LT, 
• US 2005148629 
CN 1655773 
JP 2005534643 
RU 2289575 
BR 200301U36 
NO 2004005630 
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SE, MC, PT, 
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AB Sulfonamides I [Rl - aryl, heteroaryl, or heterocyclic optionally 

substituted with 1 to 3 groups of R3 [R3 - OH, alkyl, halogen, arylalkyl, 
alkoxy, alkoxyalkyl, haloalkyl, nitro, amino, alkylamino, acylamino, 
acyloxy, carboxy, (alkyl) carbamoyl, alkoxycarbonyl, aryloxycarbonyl, 
ureido, guanidino, sulfonylamino, aminosulfonyl, alkylthio, alkylsulf myl, 
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alkylsulfonyl, heterocyclyl, heterocyclylalkyl] ; R2 - alkyl, cycloalkyl, 
heterocycloalkyl, heteroaryl, or heterocyclyl optionally substituted with 
1 to 3 groups of R3, or with groups selected from aryl, heterocyclyl, 
alkylthio. cyano, heteroaryl, guanidino, (( 1 -ami noethyl) carbonyl) amino, 
( ( ami nome thy 1) carbonyl) amino, ( (2-amino) prop-2-yl) , carbonyl ami no, 
acetamido, 4- (aminome thy 1) phenyl, thio, t-Bu sulfonyl, alkenylthio, 
alkynylthio, amino, alkylamino, arylthio, heterocyclyl thio, alkoxy, 
arylalkoxy, arylalkyl thio, cycloalkyl, cycloalkenyl, carboxy, hydroxy and 
halogen] or pharmaceutical ly acceptable salts, enantiomers or 
diastereoraers were prepd. for treating anthrax and inhibiting lethal 
factor. Thus, N-hydroxy-2 (R) -( (4-f luoro-3-methylphenylsulf onyl) ] araino-3- 
me thy lbuty rami de was prepd. by coupling of D-valine and 
4-f luoro-3-methylphenyl-sulfcnylchloride, followed by treatment with 
0- t-butylhydroxyl amine hydrochloride, and showed the lethal factor 
activity in enzyme binding assay IC50 • 0.13 uM. 

IT 629670-72-0P 629670-84-4P 629670-85-5P 

629670- B6-6P 629670-96-8P 629671-05-2P 

629671- 12-lp 629671-13-2P 629671-21-2P 
629671-26-7P 629671-27-8P 629671-29-0P 
629671-33-6P 629671-35-8P 629671-39-2P 
629671-43-8P 629671-45-0P 629671-47-2P 
629671-53-OP 629671-54-1P 629671-65-2P 
629671-60-9P 629671-73-4P 629671-84-7P 
629671-86-9P 629671-95-OP 

RL: PAC (Pharmacological activity)* SPN (Synthetic preparation) i THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of sulfonamides for treatment of anthrax and for lethal 

factor 

inhibi ting) 
RN 629670-72-0 CAPLUS 

CN 2H-Pyran-4-acetanude, a- ( ( (4 -fluoro-3-methylphenyl) sulfonyl] amino) te 
trahydro-N- hydroxy-. («R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 629670-84-4 CAPLUS 

CN Cyclohexaneacetamide. a- [ I (4-f luoro-3-raethylphenyl) sulfonyl) amino) -N- 

hydroxy-, (»R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me 

RN 629670-85-5 CAPLUS 

CN Cyclopentaneacetamide, a-( ( (4-f luoro-3-methylphenyl) sulfonyl) ami no) - 
N-hydroxy-, («R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 1 




RN 629670-86-6 CAPLUS 

CN Benzeneacetamide, a-[ [ (4-f luoro-3-raethylphenyl) sulfonyl) amino) -N- 
hydroxy-, (oR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 

RN 629670-96-8 CAPLUS 

CN Cyclopropaneacetanu.de , a-[ ( (4-f luoro-3-methylphenyl)sulfonyl) amino]- 
N-hydroxy-. («R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 629671 -OS- 2 CAPLUS 

CN Cyclopentaneacetamide, a-[ [ (4-fluorophenyl) sulfonyl) amino) -N-hydroxy- 
, (oR)- (9CI) (CA INDEX NAME) 

Absolut* stereochemistry. 



XT 5 




RN 629671-21-2 CAPLUS 

CN Cyclohexaneacetamide, a- ( ( (4-fluorophenyl) sulfonyl) amino) -N-hydroxy- 
, (aR)- (9CI) (CA INDEX NAME) 




RN 629671-12-1 CAPLUS 

CN Cyclopentaneacetamide, a-{ [ (3-chlorophenyl) sulfonyl] amino) -N-hydroxy- 
, (aft)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 629671-26-7 CAPLUS 

CN Cyclopentaneacetamide, a-[ ( (3, 4-di f luorophenyl) su lfonyl ) ami no) -N- 
hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 629671-13-2 CAPLUS 

CN Cyclohexaneacetamide, a- [ { (3, 4-dif luorophenyl) sulfonyl] amino) -N- 

hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 629671-27-8 CAPLUS 

CN Benzeneacetamide, a- (( (4-f luorophenyl) sulfonyl} amino) -N-hydroxy-, 
(aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 v 0 

\\// 
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RN 629671-29-0 CAPLUS 

CN lH-Indene-2-acetamide, «-[[ (4-f luorophenyl) sulfonyl] amino) -2, 3- 
dihydro-N- hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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! W// 



629671-33-6 CAPLUS 

2H-Pyran-4-acetamide, a- [ [ (4-f luorophenyl) sulfonyl] amino) tetrahydro- 
N-hydroxy-, (aR) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry 



W/ 



°Y"-c„ 



RN 629671 -35-fl CAPLUS 

CN Cyclohexaneacetamide, a- { { (3, 5-dichlorophenyl) sulfonyl] ami no] -N- 

hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 
CN 



629671-39-2 CAPLUS 

Cyclopentaneacetamide, N-hydroxy-a- ( ( (4- 
methoxyphenyl) sulfonyl) amino] -, (oR) - (9CI) 



RN 629671-43-8 CAPLUS 

CN 2H-Pyran-4-acetamide, o-({ (3, 4-dif luorophenyl) sulfonyl) amino) tetrahy 

dro -N-hydroxy-, (oR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. r 



RN 629671-45-0 CAPLUS 

CN lH-Indene-2-acetamide, 2, 3-dihydro-N-hydroxy-o- ( ( (4- 

methoxyphenyl) sulfonyl] ami no)-, (oR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



o 0 

W " 



RN 629671-47-2 CAPLUS 

CN 2H-Pyran-4-acetamide, a-( ( (3, S-dichlorophenyl) sulfonyl) amino) tetrahy 

dro-N- hydroxy-, (oR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



(CA INDEX NAME) 



Absolute stereochemistry. 
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CI 

RN 629671-53-0 CAPLUS 

CN Cyclohexaneacetamide, N-hydroxy-«- 1 ( (4-methoxyphenyl) su 1 f onyl) ami noj - 
, (aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 629671-54-1 CAPLUS 

CN Cyclopropaneacetamide, a-( I (4-f luorophenyl) sulfonyllamano) -N-hydroxy- 
, (aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 629671-55-2 CAPLUS 

CN lH-Indene-2-acetamide, a- [ [ (3-chlorophenyl) sulfonyl) amino] -2, 3- 
dihydro-N- hydroxy-, («R) - (9CI) (CA INDEX NAME) 

Absolute stereochemiatry. 
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RN 629671-60-9 CAPLUS 

CN Cyclohexaneacetamide, a-[ ( (3-chlorophenyl) sulfonyl) amino] -N-hydroxy- 
, («R)- <9CI) {CA INDEX NAME) 

Absolute stereochemistry. 




RN 629671-73-4 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-a- ( [ (3-ntethylphenyl) sulf onyl] ami no) 
, («R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 629671-84-7 CAPLUS 

CN Benzeneacetamide, *-[ ( (3-chlorophenyl) sulf onyl ).ami no] -N-hydroxy-, 
(oR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

V/° ? H 

RN 629671-86-9 CAPLUS 

CN Cyclopropaneacetactu.de, a-[ ( (3, 5-dichlorophenyl) sulf onyl] ami no] -N- 
hydroxy-, («R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 629671-95-0 CAPLUS 

CN 2H-Pyran-4-acetamide, «- [ ( (3-f luorophenyl) sulfonyl] amino] tetrahydro- 
N-hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) J 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:717760 CAPLUS 
139:245903 

Preparation of ( (hetero) arylsulfonylamino] - ( 1- 
substituted-piperidin-4-yl] -acetic acids as 
metalloprotease inhibitors 

Pikul, Stanislaw; Ohler, Norman Eugene; Almstead, Neil 
Gregory* Laughlin, Steven Karli Natchus, Michael 
George; De, Bisvanath 
USA 

U.S. Pat. Appl. Publ., 33 pp., Cent. -in-part of Appl. 

PCT/US01/087B3. 

CO DEN: USXXCO 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



US 2003171400 Al 

W0 2001070690 Al 

W: AE, AG, AL, AM, AT, 

CO, CR, CU, CZ, DE, 

HR. HU, ID, IL, IN, 

LT, LU, LV, MA, MD, 

RU, SD, SE, SG, SI, 

VN, YU, ZA, ZW 

RW: GH, GM, KE, LS, MW, 

DE, DK, ES, FI, FR, 

BJ, CF, CG, CI, CM, 
PRIORITY APPLN. INFO. : 



OTHER SOURCE (S) : 



MARPAT 



APPLICATION NO. 



20030911 US 2002-246201 
20010927 WO 2001-US87B3 

AU, AZ, BA, BB, BG, BR, BY, 

DK, DM, DZ, EE, ES, FI, GB, 

IS, JP, KE, KG, KP, KR, KZ, 

MG, MK, MN, MW, MX, MZ, NO, 

SK, SL, TJ, TM, TR, TT, TZ, 

MZ, SD, SL, SZ, TZ, UG, ZW, 
GB, GR, IE, IT, LU, MC, NL, 
GA, GN, GW, ML, MR, NE, SN, 
US 2000-191303P 
WO 2001-US8783 

139:245903 



DATE 



20020918 
20010320 
BZ, CA, CH, CN, 
GD, GE, GH, GM, 
LC, LK, LR, LS, 
NZ, PL, PT, RO, 
UA, UG, US, UZ, 

AT, BE, CH, CY, 
PT, SE, TR, BP", 
TD, TG 

P 20000321 
A2 20010320 



ti.xy 



II R z I 




AB The title compds. [I» Rl - OH. NHOH; R2 - H, alkyl, haloalkyl, etc.; A - 
(un) substituted monocyclic heteroeycloallcyl; A can be connected to R2 to 
form (un) substituted monocyclic heterocycloalkyl/ n - 0-4j E - a bond. 



L4 ANSWER 6 OF 23 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

alkyl, CO, ttc; X - H, alkyl, aryl, etc.; G - S, 0, N:N, etc.; 2- - 
cycloalkyl, heterocycloalkyl, etc.) such as II which are inhibitors of 
metal loproteases and which are effective in treating conditions 
characterized by excess activity of these enzymes such as arthritis and 
cancer, were claimed and formulated (prepns. are given but no data are 
given for intermediates and final compds.). 

IT 597582-84-8P, 2-( ( (4 ' -Bromobiphenyl-4 -yl) sulfonyl] amino] -N-hydroxy- 
2- [ 1-1 (morpholin-4-yl) carbonyl)piperidin-4-yl] acetamide 
597S82-S5-9P, N-Hydroxy-2- [ [ (4 ' -methoxybiphenyl-4- 
yl) sulfonyl] amino] -2- (l-phenethylpiperidin-4-yl) acetamide 
597S82-86-0P, N-Hydroxy-2- 1 1 (4 ' -methoxybiphenyl-4- 

yl) sulfonyl] amino] -2-{l- [ <thiazol-2-yl) methyl] pipe ridin-4-yl] acetamide 

597S82-87-1P, N-Hydroxy-2- [ [ (4 ' -methoxybiphenyl-4- 

yl) sulfonyl) ami no] -2-11- (2-phenoxyacetyl) piperidin-4-yl] acetamide 

597582-88-2P, N-Hydroxy-2- [ 1- (2-methoxyacetyl) piperidin-4-yl) -2- 

[ [ (4 ' -methoxybiphenyl-4-yl) sulfonyl] ami no J acetamide 597582-89-3P 

, N-Hydroxy-2- ( [ (4 ' -methoxybiphenyl-4-yl) sulfonyl] amino] -2- £ 1 - 

(phenylmethylsulfonyl)piperidin-4-yl] acetamide 597582-90-6P, 

4-[ (Hydroxycarbamoyl) { (4-phenoxybenzenesulfonyl) amino] methyl] piperidine-1- 

carboxylic acid tert-butyl ester 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THLP 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of 
[ (hetero) aryloulf onylamino) - [ l-substi tuted- 

piperidin-4-yl) -acetic acids as metal loprotease inhibitors) 
RN 597582-84-8 CAPLUS 

CN 4-Piperidineacetamide, a- { ( (4 • -bromof 1 , 1 ' -biphenyl] -4- 

yl) sulfonyl) amino] -N-hydroxy-1- (4-morpholinylcarbonyl) - (9CI) (CA INDEX 
NAME) 



0^ Is^A— CH-NH~S-< 




RN 597582-85-9 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-«- [ [ (4 ' -methoxy[l, 1' -biphenyl] -4- 
yl) sulfonyl) amino] -1- (2-phenylethyl) - (9CI) (CA INDEX NAME) 



0 
II 

C- NH- OH 

-Lo 



CH 2 -CH 2 - Ph 



RN 597582-86-0 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-a- ( I (4 ' -methoxy[ 1, 1 ' -biphenyl] -4- 
yl) sulfonyl) amino] -1- (2-thiazolylmethyl) - (9CI) (CA INDEX NAME) 
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CH2 — 



RN 597582-87-1 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-a- ( [ (4 ' -methoxyl 1 , 1" -biphenyl) -4- 
yl) sulfonyl] ami no] - 1- (phenoxyacetyl) - (9CI) (CA INDEX NAME) 



^ S- NH- CH- 



C- CH2-0Ph 



RN 597582-88 -2 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-1- (methoxyacetyl) -a- ( ( (4 ' - 

methoxyl 1, 1* -biphenyl] -4-yl) sulfonyl] amino] - (9CI) (CA INDEX NAME) 



C-NH-OH 
S-NH- 



RN 597582-89-3 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-a- ( ( (4 * -methoxyl 1, 1' -biphenyl) -4- 

yl) sulfonyl] amino] -l-[ (phenylmethyl) sulfonyl)- (9CI) (CA INDEX NAME) 



C- NH- OH 



!- NH- CH L J 



RN 597582-90-6 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- ( 2- (hydroxyamino) -2-oxo-l- [ [ (4 - 

phenoxyphenyl) sulfonyl] amino] ethyl] -, 1, 1-dimethylethyl ester (9CI) (CA 
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INDEX NAME) 



(Continued) 



0 
II 

C- NH— OH 



S- NH- CH— 



IT 362526-92-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 

{ (hetero) arylsulf onylamino] - 1 l-substi tuted-pi peri din- 4-yl] - 

acetic acids as metal loprotease inhibitors) 
RN 362525-92-6 CAPLUS 

CN 4-Piperidi ne acetamide, N-hydroxy-a- { [ (4 ' -methoxyl 1, 1" -biphenyl] -4- 
yl}sulfonyl)amino] -1- (4-morpholinylcarbonyl) - (9CI) (CA INDEX NAME) 



if 

HO- NH-C 



0^ CH-NH-S— ^ 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2003:535082 CAPLUS 
139:285641 

Acetylenic TACE inhibitors. Part 1. SAR of the acyclic 
sulfonamide hydroxamates 

Levin, J. I.; Chen, J. M.» Cheung, K. ; Cole, D. ; 
Crago, C; Santos, E. Delos; Du, X.; Xhafizova, G.» 
MacEwan, G. ; Niu, C; Salaski, E. J.; Zask, A.; 
Cummons, T.; Sung, A.; Xu, J.j Zhang, Y. ; Xu, W.; 
Ayral-Kaloustian, S.; Jin, G. ; Cowling, R. ; Barone, 
D.; Mohler, K. M.; Black, R. A.; Skotnicki, J. S. 
Wyeth Research, Pearl River, NY, 10965, USA 
Bioorganic k Medicinal Chemistry Letters (2003), 
13(16), 2799-2803 
CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier Science B.V. 
Journal 
English 

CASREACT 139:285641 
The SAR of a series of potent sulfonamide hydroxamate TACE inhibitors, all 
bearing a butynyloxy PI' group, was explored. In particular, one compound 
has excellent in vitro potency against isolated TACE enzyme and in cells, 
good selectivity over MMP-1 and MMP-9, and oral activity in an in vivo 
model of TNF-a production and a collagen-induced arthritis model. 
IT 608518-47-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation and structure-activi ty relationship of acyclic sulfonamide 
hydroxamates as acetylenic TACE inhibitors) 
RN 608518-47-4 CAPLUS 

CN Benzeneacetamide, a- [ [ 14- (2-butynyloxy) phenyl) sulfonyl] amino] -N- 
hydroxy-4-[2- (methylamino) ethoxy] -, |«R>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



AB 




REFERENCE COUNT: 



23 THERE ARE 23 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2003:491172 CAPLUS 
139:69520 

Preparation of N-sulfonyl amino acid hydroxaraide 

derivatives as human ADAM- 10 inhibitors 

Brown, S. David; Canne, Lynno; Co, Erick W.; 

Jammalaraadaka, Vasu; Khoury, Richard G. ; Kim, Moon 

Hwan; La, Donna T.» Lew, Amy; Mac, Morrison B. ; Mamo, 

Shumeye; Nuss, John M.; Prisbylla, Michael P.; Xu, Wei 

Exelixis, Inc., USA 

PCT Int. Appl., 144 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 


wo 


2003051825 




Al 




20030626 




WO 2002-US39816 




20021213 




V: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, BG, BR, BY, 


BZ, 


CA, CH, CN, 






CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, EE, ES, FI, 


GB, 


GO, GE, GH, 






GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, KG, KP, KR, 


KZ, 


LC, LK, LR, 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, MW, MX, MZ, 


NO, 


NZ, OM, PH, 






PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SK, 


SL, TJ, TM, TN, 


TR, 


TT, TZ, UA, 






UG, 


US, 


uz, 


VN, 


YU, 


ZA, 


ZM, 


ZW 










RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, TZ, UG, ZM, 


zw, 


AM, AZ, BY, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, CH, CY, CZ, 


DE, 


DK, EE, ES, 






FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, PT, SE, SI, 


SK, 


TR, BF, BJ, 






CF, 


CG, 


CI. 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, MR, NE, SN, 


TD, 


TG 


CA 


2473938 






Al 




20030626 




CA 2002-247393B 




20021213 


AU 


2002346724 




Al 




20030630 




AU 2002-346724 




20021213 


EP 


1461313 






Al 




20040929 




EP 2002-784794 




20021213 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, LI , LU, 


NL, 


SE, MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, TR, BG, CZ, 


EE, 


SK 


JP 


2005513065 




T 




20050512 




JP 2003-552713 




20021213 


US 


2005227973 




Al 




20051013 




US 2005-498338 




20050511 


UTY APPLN. 


INFO, 














US 2001-340179P 




P 20011214 






















WO 2002-US39816 




W 20021213 



OTHER SOURCE (S) : MARPAT 139:69520 

AB The invention provides amino acid derivs. R5S02NR4CHR3CONR20R1 {Rl is H, 
alkyl, alkanoyl, (un) substi tuted arylalkyl or arylalkanoyl; R2 is any 
group given for Rl plus alkoxy; R3 is -Z-Q-J, where Z is (un) substi tuted 
alk(en)yl, alkoxyalkyl, or alkylthioalkyl; Q is a bond, CO, 
(un) substituted aryl, heteroaryl, or heterocycloalkyl; J is an amino 
group, including ureldo groups; R4 is H, (un) substi tuted alkyl or 
arylalkyl; RS is -H-G-A, where M and A are (un) substi tuted aryl or 
heteroaryl; G is a bond, CH2, -alkyl-O-, -O-alkyl-, O, S, SO, or S02 {with 
provisos)) useful for inhibiting the ADAM- 10 protein, also known as human 
Kuzbanian. Such compds. are useful in the in vitro study of the role of 
ADAM- 1 0 (and its inhibition) in biol. processes. Pharmaceutical compns. 
comprising one or more ADAM- 10 inhibitors are useful for the treatment of 
cancer, arthritis, and diseases related to angiogenesis. The invention 
also provides methods for making bis-aryl ether sulfonyl chloride 
intermediates. Thus, claimed compound N2- 1 1 6- (3-f luorophenyl) pyridin-3- 
yljsulfonyl) -Nl-hydroxy-D-argininamide showed IC50 < 50 nM for inhibition 
Of ADAM-10. 

IT 549547-12-8P 549547-13-9P 549547-14-0P 
649547-15-1P 549547-16-2P 549547-17-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(Uses) 

(prepn. of N-sulfonyl amino acid hydroxamide derivs. as human ADAM-10 
inhibitors) 
549547-12-8 CAPLUS 

4-Piperidineacetamide, a-( [ [4- (4-chlorophenoxy) -3,5- 

di f luorophenyl] sulfonyl] ami .no] -N-hydroxy- (9CI) (CA INDEX NAME) 




0 
II 

C- NH~ OH 

I r> 

-CH— l^y) 



RN 549547-13-9 CAPLUS 

CN 4-Piperidineacetamide, <*- { [ {4- (4 -chlorophenoxy) -3- 

f luorophenyl) sulfonyl] ami no] -N-hydroxy- (9CI) (CA INDEX NAME) 



C- NH— OH 

-LO" 



549547-14-0 CAPLUS 

4-Piperidineacetamide, «-[ [ [ 3-f luoro-4- (4- 

fluorophenoxy) phenyl] sulfonyl) ami no) -N-hydroxy- (9CI) (CA INDEX NAME) 



"Xi-Xrr 



C- NH- OH 

iCr 



549547-15-1 CAPLUS 

4-Piperidineacetamide, a- [ [ [4- (4-f luorophenoxy) phenyl ) sul f onyl) ami no 
) -N-hydroxy- (9CI) (CA INDEX NAME) 
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XJljCtI-"- 0 

RN 549547-16-2 CAPLUS 

CN 4-Pipendineacetanude, a- {( (6- (3-f luorophenyl) -3- 

pyridinyl) sulfonyl) ami no) -N-hydroxy- (9CI) (CA INDEX NAME) 



HO- NH- C C 

a I II ^ 
CH- NH-S N 
fL !L 



RN 649547-17-3 CAPLUS 

CN 4-Piperidineacetamide, «-( ( (4- (3, 5-dimethylphenoxy) -3,5- 
dif luorophenyl) sulf onyl) amino) -N-hydroxy- <9CI) (CA INDEX NAME) 




REFERENCE COUNT: 



2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2002:716273 CAPLUS 
137:232912 

Preparation of azacycloalkyl- and arylsulfonylamino- 
substi tuted acetic acid derivatives as selective 
matrix-degrading metalloproteinase (MMP-13) inhibitors 
useful as antiinflammatories 
Fujimoto, Roger Aki; McQuire, Leslie Wighton; 
Monovich, Lauren G.J Nantermet, Philippe; Parker, 
David Thomas; Robinson, Leslie Ann; Skiles, Jerry w. ; 
Tommasi, Ruben Alberto 

Novartis A.-G,, Switz.; Novarti s-Erf i ndungen 

Verval tungsgesellschaf t m.b.H. 

PCT Int. Appl. , 76 pp. 
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Patent 
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Al 
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Al 
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US 2001-278572P 




P 20010322 
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US 2004-471245 




Al 20040513 



OTHER SOURCE (S) : 



MARPAT 137:232912 




AB Compds. I (e.g. («R) -l-BOC-«-{ I (5- {4-trif luoromethy lphenyl ) -2- 

thienyl] sulfonyl) amino) -4-piperidineacetic acid) wherein R represents OH 
or NHOH; Rl represents H, optionally substituted lower alkyl, aryl-lower 
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alkyl, cycloalkyl- lower alkyl, or acyl derived from a carbonylic acid, 
from a carbonic acid, from a carbamic acid of from a sulfonic acid; R2 
represents biarylsulfonyl or aryloxyarylsulf onyl; R3 represents H, 
optionally substituted lower alkyl, aryl-lower alkyl, cycloalkyl- lower 
alkyl or acyl derived from a carboxylic acid, from a carbonic acid or from 
a carbamic acid; R4 and R5 represent independently H, lower alkyl, lower 
alkoxycorbonyl, aryl-lower alkyl or cycloalkyl- lower alkyl; m is 0-3; 
pharmaceutical ly acceptable prodrug derivs. thereof; pharmaceutical ly 
acceptable salts thereof; pharmaceutical compns. comprising said compds.; 
and their use for selectively inhibiting the matrix degrading 
matal loprotei nase MMP-13 and preventing or treating matrix 
metal lcproteinase dependent conditions in mammals. Typically, compds. of 
the invention inhibit collagenase-3 (MMP-13) with IC50s in the range of 
•apprx. 0.1-100 nM and are substantially free of collagenase-1 (MMP-1) 
inhibition at effective MMP-13 inhibiting concns. The ratio of the IC50 
for MMP-1 inhibition to the IC50 for MMP-13 inhibition is typically in the 
range of . apprx. 100-10, 000. Although the methods of prepn. are not 
claimed, 13 example prepns. are included and >100 specific compds. with 
mass spectral data are included. 

IT 458560-22-0P, <«R) -1- { (2-Phenylethoxy) carbonyl] -<*- [ I (4- 

(4-chlorophenyl) phenyl] sulfonyl] amino] -4-piperidine-N-hydroxyacetamide 

458560-25-3P, («R) -1- { {2- (1-Naphthyl) ethoxy] carbonyl] - 

a- [ [ [4- (4-chlorophenyl) phenyl] sulfonyl] amino] -4-piperidine-N- 

hyd roxyace tami de 

RL: PAC (Pharmacological activity) t SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation as selective matrix-degrading metalloproteinase (MMP-13) 
inhibitors useful as antiinflammatories) 
RN 458560-22-0 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- ( (1R) -1- [ [ (4 ' -chlorol 1 , 1 * -biphenyl] -4- 
yl) sulfonyl] amino) -2- (hydroxyamino) -2-oxoethyl) -, 2-phenylethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 458560-25-3 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- I (1R> -1- { [ (4 • -chloro( 1 , 1 • -biphenyl) -4- 

yl) sulfonyl] amino] -2- (hydroxyami no) -2-oxoethyl] 2- ( 1-naphthalenyl) ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2002:312012 CAPLUS 
136:340996 

Preparation of sulfamides as metalloprotease 
inhibitors 

Broka, Chris Allen; Campbell, Jeffrey Allen; 
Castelhano, Arlindo Lucas; Chen, Jian Jeffrey; 
Hendricks, Robert Than; Melnick, Michael Joseph; 
Walker, Keith Adrian Murray 

Syntex (U.S.A.) LLC, USA; Agouron Pharmaceuticals, 
I nc. 

U.S., 47 pp., Cont.-in-part of U.S. 6,143,744. 
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1997-36714P 
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A3 


19980121 












US 
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A2 


19990805 












wo 


1998-EP180 
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19980114 



OTHER SOURCE(S): MARPAT 136:340996 

AB Sulfamides RCOCR1R2NR3S02NR4R5 {R - OH, NHOH or N/O- alkyl or -aryl 
derivs.; HI, R2, R3 - H, alkyl. alkenyl, haloalkyl, cycloalkyl, 
cycloalkylalkyl, (hetero) aryl, acylalkyl, etc.; R1R2C may be a 

(hetero) carbocycle or R3 together with Rl or R2 form a heterocycloamino 
group; R4, R5 - H, alkyl, heteroalkyl, cycloalkyl, cycloalkylalkyl, aryl, 

(hetero) aralkyl or -aralkenyl; R4R5N may be a heterocycloamino group or R4 
or R5 together with R3 forms an alkylene group (with provisos)], as 
individual isomers or mixta, of isomers, or their pharmaceutical ly- 
acceptable salts or prodrugs were prepared as inhibitors of ' 
metal loproteases. Thus, 2- (R) -1(1,2, 3, 4-tetrahydro-B-carbolino-2- 
sulfonyl) amino) propionic acid (claimed compound) was prepared by treating 
D-alanine Me ester hydrochloride with chlorosulf onyl isocyanate/2- 
chloroethanol, reaction of the oxazolidone formed with 
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1,2,3,4-tetrahydro-p-carboline, and sapon. Metalloprotease and 
TNF-a inhibitory test data are tabulated. 
210914-92-4P 210915-10-9P 210915-15-4P 
210916-84-OP 210916-88-4P 210916-89-5P 

RL: PAC (Pharmacological activity); SPN (Syntheti c preparati on) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of sulfamides as metalloprotease inhibitors) 
210914-92-4 CAPLUS 

Cyclohexaneacetamide, «-( ( [4-( (5-chloro-2-pyridinyl ) oxy] - 1 - 
piperidinyl) sulfonyl] ami no) -N-hydroxy-, («R) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



wY 0H 




210915-10-9 CAPLUS 

Benzeneacetamide, a- [ [ [4- [ (5-chloro-2-pyridinyl) oxy] -1- 
piperidinyl] sulfonyl] ami no] -N-hydroxy- (9CI) (CA INDEX NAME) 



HO- NH— C- CH- NH— S* 



RN 210915-15-4 CAPLUS 

CN Benzeneacetamide, 4-f luoro-«-( ( (4- (4-f luorophenyl) -1- 

piperidinylj sulfonyl) amino) -N-hydroxy-, (oR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




210916-84-0 CAPLUS 

Benzeneacetamide, a- ( [ [4- (4-f luorophenyl) -3, 6-dihydro-l (2H) - 
pyridinyl] sulfonyl] ami no] -N-hydroxy-, (*R) - (9CI) (CA INDEX NAME) 
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Absolut* stereochemistry. 
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RN 210916-8B-4 CAPLUS 

CN Benzeneacetamide. 4-f luoro-a- ( [ [4- (4-f luorophenyl) -3, 6-dihydro-l (2H) - 
pyridinyl) sulfonyl] amino] -N-hydroxy-, («R) - {9CI ) (CA INDEX NAME) 

Absolut* stereochemistry. 




RN 210916-99-5 CAPLUS 

CN Benzeneacetamide, «-[[ (4- (4 -chlorophenyl) -3, 6-dihydro-l (2H) - 

pyridinyl] sulfonyl] amino] -4-f luoro-N- hydroxy-, (<*R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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2001:713310 CAPLUS 
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( (Hetero) arylsulfonylamino] -f l-substituted-piperidin-4- 

yl] -acetic acids as metalloprotease inhibitors 

Pikul, Stanislawj Ohler, Norman Eugene; Almstead, Neil 

Gregory; Laughlin, Steven Karl; Natchus, Michael 

George; De, Biswanath 

Procter ♦ Gamble Company, USA 

PCT Int. Appl. , 69 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



KIND DATE 



APPLICATION NO. 



vo 


2001070690 




Al 




W: AE, 


AG, 


AL, 


AM, 




CO, 


CR, 


CU, 


CZ, 




HR, 


HU, 


ID, 


I L, 




LT, 


LU, 


LV, 


MA, 




RU, 


SD, 


SE, 


SG, 




VN, 


YU, 


ZA, 


Vi 




RW: GH, 


GM, 


KE, 


LS, 




DE, 


OK, 


ES, 


FI, 




BJ, 


CF, 


CG, 


CI, 


CA 


2404076 






Al 


EP 


1265663 






Al 




R: AT, 


BE, 


CH, 


DE, 




IE. 


SI, 


LT, 


LV, 


BR 


2001009353 




A 


HU 


200300262 




A2 


JP 


2003528079 




T 


N2 


520656 






A 


RU 


2230736 






C2 


ZA 


2002006297 




A 


US 


2003171400 




Al 


NO 


2002004521 




A 



20010927 WO 2001-US8783 
, AU, AZ, BA, BB, BG, BR, BY, 
:, DK, DM, DZ, EE, ES, FI, GB, 
, IS, JP, KE, KG, KP, KR, K2, 
i, MG, MK, MN, MW, MX, MZ, NO, 
, SK, SL, TJ, TM, TR, TT, T2, 



PRIORITY APPLN. INFO. : 



OTHER SOURCE (S) : 
GI 



, MZ, SD, SL, 
., GB, GR, IE, 
„ GA, GN, GW, 

20010927 

20021218 
I, ES, FR, GB, 
, RO, MK, CY, 

20030408 

20030628 

20030924 

20040528 

20040620 

20030217 

20030911 

20020920 



MARPAT 135:257165 



SZ. TZ, 
IT, LU, 
ML, MR, 
CA 2001- 
EP 2001- 
GR, IT, 
AL, TR 
BR 2001- 
HU 2003- 
JP 2001- 
NZ 2001- 
RU 2002- 
ZA 2002- 
US 2002- 
NO 2002- 
US 2000- 
WO 2001- 



UG, ZW, 
MC, NL, 
HE, SN, 
2404076 
918833 
LI, LU, 

9353 
262 

568902 
520656 
128004 
6297 
246201 
•4521 
191303P 
US8783 



DATE 

20010320 
BZ, CA, CH, CN, 
GD, GE, GH, GM, 
LC, LK, LR, LS, 
NZ, PL, PT, RO, 
UA, UG, US, UZ, 

AT, BE, CH, CY. 
PT, SE, TR, BF, 
TO, TG 

20010320 
20010320 
NL, SE, MC, PT, 

20010320 
20010320 
20010320 
20010320 
20010320 
20020807 
20020918 
20020920 
P 20000321 
W 20010320 



THERE ARE 23 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 11 OF 23 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

OMe 
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A o^ 
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The title compds. [It Rl - OH, NHOH; R2 - H, alkyl, haloalkyl, etc.; A - 
(un) substituted monocyclic heterocycloalkyl; A can be connected to R2 to 
form (un) substi tuted monocyclic heterocycloalkyl; n - 0-4; E ■ a bond, 
alkyl, CO, etc.; X - H, alkyl, aryl, etc.; G - S, O, N:N, etc.; Z - 
cyeloalkyl, heterocycloalkyl, etc.] such as II which are inhibitors of 
metal loproteases and which are effective in treating conditions 
characterized by excess activity of these enzymes such as arthritis and 
cancer, were claimed and formulated (prepns. were given but no data for 
intermediates and final compds.). 
362525-92-6P 

RL: PNU (Preparation, unclassified); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

( [ (hetero) arylsulfonylami no] - ( l-substi tuted-piperidin-4-yl] -acetic 

acids as metalloprotease inhibitors) 
362525-92-6 CAPLUS 

4-Piperidineacetamide, N-hydroxy-«- ( ( (4 • -methoxyl 1, 1 ' -biphenyl] -4- 
yl) sulfonyl] amino] -l-( 4 -morpholiny lea rbonyl)- (9CI) (CA IN0EX NAME) 
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2001:474054 CAPLUS 
135:210918 

Potent and Selective Carboxylic Acid-Based Inhibitors 
of Matrix Metalloproteinases 

Pikul, Stanislaw; Ohler, Norman E.; Ciszewski, Greg; 
Lauferswei ler, Michael C.i Almstead, Neil G.; De, 
Biswanath; Natchus, Michael G.i Hsieh, Lily C; 
Janusz, Michael J.; Peng, Sean X.; Branch, Todd m.j 
King, Selane L.i Taiwo, Yetunde O.; Mieling, Glen E. 
Health Care Research Center, Procter and Gamble 
Pharmaceuticals, Mason, OH, 45040, USA 
Journal of Medicinal Chemistry (2001), 44(16), 
2499-2502 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

A novel series of carboxylic acids containing a substituted piperidine were 
synthesized and tested for inhibition of selected matrix 
metalloproteinases. Multiple analogs prepared based on this novel design 
were found to inhibit the target MMPs (MMP-2, -3, -8, -9, and -13) with 
unprecedented, low nanomolar potency while, at the same time, sparing 
MMP-1 and MMP-7. Solubility and plasma protein binding of several members 

this new series of carboxylic acids were also investigated. 
357413-54-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation of carboxylic acid-based inhibitors of matrix 

metalloproteinases) 
357413-54-8 CAP LUS 

1-Piperidinecarboxylic acid, 4- ( 2- (hydroxyamino) -1- ( ( (4 ' -methoxyl 1 , 1'- 
biphenyl] -4-yl) sulfonyl) amino] -2-oxoethyl] -, 2-methoxyethyl ester (9CI) 
(CA INDEX NAME) 



O HO- NH— C 



REFERENCE COUNT: 
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h-G" 



C~O-CH2-CH2-0Me 
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2001:314170 CAPLUS 
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Preparation of acetylenic a-amino acid-based 

sulfonamide hydroKamic acid TACE inhibitors 

Levin, Jeremy I.; Chen, James M . ; Cole, Derek C.i Du, 

Mila T.; Laakso, Leif M. 

American Cyanamid Company, USA 

U.S., 109 pp. 
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Al 


20030227 



OTHER SOURCE (S) : MARPAT 134 : 326767 

AB Amino acid derivs. HONHCOCRlR2NR3-X-Y-Z-CR4R5C.tplbond.CR6 (X - 502, 
P(O)R10, where R10 - alkyl, cycloalkyl, aryl, heteroaryl; Y - aryl, 
heteroaryl, with the proviso that X and 2 may not be bonded to adjacent 
atoms of Y; Z - O, NH, CH2, S; Rl - H, aryl. alkyl, alkenyl, aikynyl; R2 - 
any group given for Rl, aralkyl, heteroaryl, heteroaralkyl, cycloalkyl, 
cycloheteroalkyl or Rl and R2 may form a ring; R3 - H, alkyl, cycloalkyl, 
cycloheteroalkyl, aralkyl, heteroaralkyl or Rl and R3 may form a ring; R4, 
R5 - H, alkyl, CN, C. tplbond.CH; R6 - any group given for Rl, heteroaryl, 
cycloalkyl, cycloheteroalkyl) or pharmaceutical ly acceptable salts were 
prepared as inhibitors of TNF-<» converting enzyme (TACE). Thus, 
2- [ (4-but-2-ynyloxybenzenesulfonyl)methylamino) -N-hydroxy-3- 
me thy lbutyr amide was prepared and showed IC50 ■ 7.4 nM for inhibition of 
TACE. 

IT 287404-67-5P 287404-90-4P 287404-94-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT (Reactant); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent); USES (Uses) 

(preparation of acetylenic a-amino acid-based sulfonamide hydroxamic 
acid TACE inhibitors) 
RN 287404-67-5 CAPLUS 

CN Benzeneacetamide, a-[ { [4- (2-butynyloxy) phenyl) sulfonyl] amino] -N, 4- 
dihydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 287404-90-4 CAPLUS 

CN Carbamic acid, [2- [4- ( (1R) -1- [ [ (4- (2-butynyloxy) phenyl) sulfonyl] amino) -2- 
(hydroxyamino) -2-oxoethyl] phenoxy] ethyl] 1, 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 287404-94-8 CAPLUS 

CN Carbamic acid, [2- (4- [1- [ [ [4- (2-butynyloxy) phenyl ) sulfonyl] amino] -2- 

(hydroxyamino) -2-oxoethyl] phenoxy] ethyl] methyl-, 1, 1-dimethylethyl ester 
(9CI) (CA INDEX NAME) 



S-NH-CH—J^J 



I II 

0- CH2- CH 2 - N- C- OBu- 1 
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IT 287403-65-OP 287403-71-8P 287403-8B-7P 

287404-68-6P 287404-91-5P 287404-92-6P 

287404-93-7P 287404-95-9P 287404-96-OP 

287404- 97-lp 287404-98-2P 287404-99-3P 

287405- 00-9P 287405-01-OP 287406-17-1P 
287408-97-3P 287408-98-4P 287479-03-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of acetylenic a-amino acid-based sulfonamide hydroxamic 
acid TACE inhibitors) 
RN 287403-65-0 CAPLUS 

CN Cyclohexaneacetamide, o- [ ( 1 4 - (2-butynyloxy) phenyl ] su 1 f onyl ] ami no] -N- 
hydroxy-, (aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 287403-71-8 CAPLUS 

CN Cyclohexaneacetamide, a-( ( (4- (2-butynyloxy) phenyl] sulfonyl] amino] -N- 

hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 287403-88-7 CAPLUS 

CN Benzeneacetamide, a- {( [4 - (2-butynyloxy) phenyl) sulfonyl) amino] -N- 
hydroxy-, («S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 
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hydroxy-4-(2-propynyloxy)-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 287404-91-5 CAPLUS 

CN Benzeneacetamide, 4- (2-aminoethoxy) -a-( { {4- (2- 

butynyloxy) phenyl] sulfonyl] amino] -N- hydroxy- , («R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 287404-92-6 CAPLUS 

CN Benzeneacetamide, 4- ( 2- (acetylamino) ethoxyj -a- ( ( ( 4- (2- 

butynyloxy) phenyl] sulfonyl] amino] -N-hydroxy-, (aR) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 287404-93-7 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4-(2- (4-{l-{ { (4- (2- 

butynyloxy) phenyl] sulfonyl) amino] -2- (hydroxyami no) -2- 

oxoethyl] phenoxy) ethyl}-, #1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



RN 287404-68-6 CAPLUS 

CN Benzeneacetamide, a- [ ( ( 4- (2-butynyloxy) phenyl] sulfonyl) amino) -N- 
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PAGE 1-A 

9 i 

k^N— CH2-CH2-0— » 



— CS C- Me 

RN 287404-95-9 CAPLUS 

CN Benzeneacetamide, a- ( ( (4- (2-butynyloxy) phenyl ] sulfonyl) ami no) -N- 
hydroxy-4-(2-(methylamino)ethoxy] - (9CI) (CA INDEX NAME) 



M»-C=C-CH2-0. 



C- NH- OH 
^^jl— S- NH- L— 



0-CH2-CH2-NHMe 



RN 28*7404-96-0 CAPLUS 

CN Benzeneacetamide, a- (( (4- (2-butynyloxy) phenyl) sulfonyl] amino] -N- 
hydroxy-4-(2- { 1 -pyrrol id i nyl ) ethoxy) - (9CI) (CA INDEX NAME) 
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PAGE 1-A 



0-CH2-CSC-H* 




P 
0 



RN 287404-97-1 CAPLUS 

CN Benzeneacetamide, «-( ( (4- (2-butynyloxy) phenyl) sulfonyl) anu no) -N- 
hydroxy-4- [2- (4-morpholinyl) ethoxy]- (9CI) (CA INDEX NAME) 



ii 

HO- NH- C 

I II 
CH-NH-S 
II 
0 



i-Cr 



0-CH2-CSC-Me 



RN 287404-98-2 CAPLUS 

CN Benzeneacetamide, a-( [ [4- (2-butynyloxy) phenyl) sulfonyl] amino) -4- [2- 

(di me thy 1 ami no) ethoxy) -N- hydroxy-, monohydrochloride (9CI) (CA INDEX 
NAME) 
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Me-C=C-CH2-0, 



TV I XT 

l^J— S- NH- CH— 



0-CH2-CH2-NMe 2 



RN 2B7404-99-3 CAPLUS 

CN Benzenoacetamide, o-( ( [4- (2-butynyloxy) phenyl] sulfonyl) amino] -N- 
hydroxy-4-l2-(4-methyl-S-thiazolyl) ethoxy]- (9CI) (CA INDEX NAME) 



CH- C- NH- OH 



0-CK2-CSC-M* 
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hydroxy-4-[2-(2- (2-methoxyethoxy) ethoxy) ethoxy] - (9CI) (CA INDEX NAME) 



Me-C= C- CH2-0. 



C- NH- OH 



o-cH 2 -cH 2 -o-cH2- 



— CH 2 - O- CH2- CH2- OMe 



RN 287405-01-0 CAPLUS 

CN Benzeneacetamide, £»-([ (4- (2-butynyloxy) phenyl] sulfonyl] amino) -N- 
hydroxy-4- [2- (2-methoxyethoxy) ethoxy] - (9CI) (CA INDEX NAME) 



Me-C= C-CH2-O. 



YXJ '-XT 

S- NH- CH— 



O-CH2- CH2-0- CH 2 - 



RN 28 74 06-17-1 CAPLUS 

CN Benzeneacetamide, a-( ( (4- (2-butynyloxy) phenyl] sulfonyl) amino) -N- 
hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 287405-00-9 CAPLUS 

CN Benzeneacetamide, a-[ [ (4- (2-butynyloxy) phenyl) sulfonyl) amino] -N- 
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hydroxy-4-I2-(4-morpholinyl)ethoxy)-, monohydrochloride (9CI) (CA INDEX 
NAME) 

0 O M» 

V/ i H 



0-CH2-C—C-M8 



RN 287408-97-3 CAPLUS CH2~ CH2~ 0— l^^J <J 

CN Benzeneacetamide, a- [[ [4- (2-butynyloxy) phenyl) sulfonyl) amino) -N- ' J 

hydroxy-4-{2- (1-pyrrolidinyl) ethoxy) -, monohydrochloride (9CI) (CA INDEX v 

NAME) 



PAGE 1-A 




PAGE 2-A 



• HC1 

RN 287408-98-4 CAPLUS 

CN Benzeneacetamide, a- [ I [ 4- (2-butynyloxy) phenyl) sulfonyl] amino) -N- 



• HC1 



RN 287479-03-2 CAPLUS 

CN Cyclohexaneacet amide, a- ( J J 4- (2-butynyloxy) phenyl J sul fonyl) amino) - 
N, 4 -di hydroxy-, (aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 287479-10-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of acetylenic <x-amino acid-based sulfonamide hydroxamic 
acid TACE inhibitors) 
RN 287479-10-1 CAPLUS 

CN Cyclohexaneacetaraide, o-( { (4- (2-butynyloxy) phenyl ) sulfonyl) ami no) -4- 
[ [ (1, l-dimethylethyl)dimethylsily])oxy)-N-hydroxy-, («R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochenustry. 
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OTHER SOURCE (S) : MARPAT 133: 150908 

AB Amino acid derivs. HONHCOCRlR2NR3-X-Y-Z-CR4R5C.tplbond.CR6 (X - S02, 
P(O)R10, where R10 - alkyl, cycloalkyl, aryl, heteroaryl; Y - aryl, 
heteroaryl, with the proviso that X and Z may not be bonded to adjacent 
atoms of Y; 2 • O. NH, CH2, S; Rl - H, aryl. alkyl, alkenyl, alkynyl; R2 - 
any group given for Rl, aralkyl, heteroaryl, heteroaralkyl, cycloalkyl, 
cycloheteroalkyl or Rl and R2 may form a ring; R3 - H, alkyl, cycloalkyl, 
cycloheteroalkyl, aralkyl, heteroaralkyl or Rl and R3 may form a ring; R4, 
RS - H, alkyl, CN, C. tplbond.CH; R6 - any group given for Rl, heteroaryl, 
cycloalkyl, cycloheteroalkyl) or pharmaceutical ly acceptable salts were 
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prepd. as inhibitors of TNF-o converting enzyme (TACE) . Thus, 
2-( (4-but-2-ynyloxybenzenesulfonyl)methylamino) -N-hydroxy-3- 
methylbutyramide was prepd. and showed IC50 - 7.4 nM for inhibition of 
TACE. 

IT 297404-67-SP 287404-90-4P 287404-94-8P 

RL: BAC (Biological activity or effector, except adverse}.) BSU (Biological 
study, unclassified); RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent); USES (Uses) 

(preparation of acetylenic a-amino acid-based sulfonamide hydroxamic 
acid TACE inhibitors) 
RN 287404-67-5 CAPLUS 

CN Benzeneacetamide, a-[( [4- (2-butynyloxy) phenyl] sulfonyl J amino] -N,4- 
dihydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 287404-90-4 CAPLUS 

CN Carbamic acid, ( 2- [4- ( (1R) -1- [(( 4- (2-butynyloxy) phenyl] sulfonyl] amino) -2- 
( hydroxy ami no) -2-oxoethyl] phenoxy] ethyl] -, 1, 1-di methyl ethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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287404-94-8 CAPLUS 

Carbamic acid, (2-(4-(l-(({4- (2-butynyloxy) phenyl] sulfonyl] amino] -2- 
(hydroxyamino) -2-oxoethyl ) phenoxy] ethyljmethyl-, 1, 1 -dimethylethyl ester 
(9CI) (CA INDEX NAME) 



0 

C- NH-OH 



5C-CH2-0, 



tu 1 -fr 

S-NH-CH— K^fi) 



0- CH2- CH2- N- C- OBu- 1 



IT 287403-65-0P 287403-71-8P 287403-88-7P 
287404-68-6P 287404-91-5P 287404-92-6P 
287404-93-7P 287404-95-9P 287404-96-0P 

287404- 97-1P 287404-98-2P 287404-99-3P 

287405- 00-9P 287405-01-OP 287406-17-lP 

287408- 97-3P 287408-98-4P 287409-10-3P 

287409- 20-5P 287409-40-9P 287409-41-0P 
287409-49-8P 287479-03-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of acetylenic a-amino acid-based sulfonamide hydroxamic 
acid TACE inhibitors) 
RN 287403-65-0 CAPLUS 

CN Cyclohexaneacetamide, a- [ [ [4- (2-butynyloxy) phenyl] sulfonyl-) ami no] -N- 
hydroxy-, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 287403-71-8 CAPLUS 
CN Cyclohexaneacetamide, 
hydroxy-, (oR) - (9CI) 

Absolute stereochemistry. 



- [ [ [4- (2-butynyloxy) phenyl] sulfonyl ] ami no) -N- 
(CA INDEX NAME) 
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RN 287403-88-7 CAPLUS 

CN Benzeneacetamide, a-[ { [4- (2-butynyloxy) phenyl) sulfonyl) amino] -N- 
hydroxy-, (aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 



RN 287404-68-6 CAPLUS 

CN Benzeneacetamide, a- {[ {4- (2-butynyloxy) phenyl] sulfonyl J amino] -N- 
hydroxy-4- (2-propynyloxy) (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 287404-91-5 CAPLUS 

CN Benzeneacetamide, 4 - (2-aminoethoxy) -a- [ [ ( 4- (2- 

butynyloxy) phenyl] sulfonyl] ami no) -N-hydroxy-, («R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 287404-92-6 CAPLUS 

CN Benzeneacetamide, 4-[2- (acetylami no) ethoxy) -a- ( ( [4- (2- 

butynyloxy) phenyl] sulfonyl) amino) -N-hydroxy-, («R) - (9CI) (CA INDEX 
NAME) 
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RN 287404-93-7 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- (2- [4- ( 1- ( { (4- (2- 

butynyloxy) phenyl] sulfonyl] amino] -2- (hydroxyami no) -2- 

oxoethyl] phenoxy] ethyl] -, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



PAGE 1-A 




PAGE 1-B 



— C^ C- Me 



RN 287404-95-9 CAPLUS 

CN Benzeneacetamide, <*-{ [ [4- (2-butynyloxy) phenyl {sulfonyl] amino) -N- 
hydroxy-4-[2-(methylamino)ethoxy]- (9CI) (CA INDEX NAME) 



C- NH— OH 




0 



RN 287404-96-0 CAPLUS 

CN Benzeneacetamide, a-[ ( ( 4- (2-butynyloxy) phenyl] sulfonyl] ami no] -N- 
hydroxy-4-(2-(l-pyrrolidinyl) ethoxy)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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PAGE 1-A 

0-CH2-C=C-He 




PAGE 2-A 

I 




RN 287404-97-1 CAPLUS 

CN Benzeneacetamide, «-( ( (4- (2-butynyloxy) phenyl] sulfonyl J amino] -N- 
hydroxy-4-|2- (4 -morpholinyl) ethoxy) - (9CI) (CA INDEX NAME) 




RN 2B7404-98-2 CAPLUS 
. CN Benzeneacetamide, <*- [ ([4- (2-butynyloxy) phenyl] su If onyl ) amino] -4-(2- 

(dimethylamino) ethoxy] -N-hydroxy-, monohydrochloride (9CI) (CA INDEX 
NAME) 
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C-NH-OH 




0 



• HC1 

RN 287404-99-3 CAPLUS 

CN Benzeneacetamide, a-[ ( [4- (2-butynyloxy) phenyl ) sul f onyl] amino] -N- 

hydroxy-4-(2- (4 -methyl - S- thi azolyl ) ethoxy] - (9CI) (CA INDEX NAME) 



PAGE 1-A 



r 

CH2 




PAGE 2-A 



0-CH2~C^C-Me 



RN 287405-00-9 CAPLUS 

CN Benzeneacetamide, <*-( ( [4- (2-butynyloxy) phenyl] sul f onyl] amino] -N- 
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hydroxy-4-[2-[2- (2-methoxyethoxy) ethoxy] ethoxy} - (9CI ) (CA INDEX NAME) 



Me-C= C- CH2~ 0, 



C- NH- OH 
^I^jL S- NH- L— 



0- CH2~ CH2~ O- CH2~ 



— CH 2 - O- CH 2 - CH 2 - OMe 



RN 287405-01-0 CAPLUS 

CN Benzeneacetamide, o- [ [ [4- (2-butynyloxy) phenyljsulfonyl] amino] -N- 
hydroxy-4- [2- (2-methoxyethoxy) ethoxy) - (9CI) (CA INDEX NAME) 



Me— C= C-CH2— O, 



II 

C- NH- 

|- NH- CH— 
0 



0- CH2- CH2- O- CH 2 - 



— CH 2 -0Me 



RN 287406-17-1 CAPLUS 

CN Benzeneacetamide, «- 1 ( J4- (2-butynyloxy) phenyl J sulfonyl) amino] -N- 
hydroxy-. (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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0 O 

V/ H 



RN 287408-97-3 CAPLUS 

CN Benzeneacetamide, a- 1 ( (4- (2-butynyloxy) phenyl] sul fonyl ] ami no] -N- 

hydroxy-4-f 2- (1-pyrrol idi nyl ) ethoxy] -, monohydrochloride (9CI) (CA INDEX 
NAME) 



0-CH2-C=5C- Me 



H~ C- NH- OH 



CH2 



I 

CH2 



RN 287408-98-4 CAPLUS 

CN Benzeneacetamide, a- [ ( (4- (2-butynyloxy) phenyl) sul fonyl] ami no] -N- 
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hydroxy-4-[2- (4-morpholinyl) ethoxy] -, monohydrochloride (9CI) (CA INDEX 
NAME) 
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~f 8 jTY 

flY" CH-NH-S— l^fJ 
f^N— CH2-CH2-0— \ 



0-CH2-C=C-M 



0 
II 

C- NH— OH 



M0-C=C- CH 2 -0, 



k^U-S-NH-CH— 



RN 287409-41-0 CAPLUS 

CN Benzeneacetamide, a- [ [ [4- (2-butynyloxy) phenyl] sulfonyl) amino] -N- 
hydroxy-4-(2-propynyloxy) - (9CI) (CA INDEX NAME) 



RN 2B74O9-10-3 CAPUTS 

CN Cyclohexaneacetamide, o-[ [ [4- (2-butynyloxy) phenyl) sulfonyl] amino] -N- 
hydroxy- (9CI) (CA INDEX NAME) 



i? 

C- NH- OH 



Me- CS C- CH2- O. 



0-CH 2 -C=CH 



Mo-C=C- CH2~ O. 



S - NH- CH— 



RN 287409-20-5 CAPLUS 

CN Benzeneacetamide, a- (( (4- (2-butynyloxy) phenyl) sulfonyl] amino) -N- 
hydroxy- (9CI ) (CA INDEX NAME) 



RN 287409-49-8 CAPLUS 

CN Benzeneacetamide, a-( ( [4- (2-butynyloxy) phenyl) sulfonyl] amino) -4- [2- 
(dimethylamino)ethoxyl-N-hydroxy- (9CI) (CA INDEX NAME) 



0 
II 

C~ NH— OH 



Me- C= C- CH 2 ~ 0. 



0~CH 2 -CH2-NMe 2 



Ph o 
I II 

S- NH- CH- C- NH- OH 
II 



RN 287409-40-9 CAPLUS 

CN Benzeneacetamide, o-( [ (4- (2-butynyloxy) phenyl] sulfonyl) ami no) -N, 4- 
dihydroxy- (9CI) (CA INDEX NAME) 



RN 287479-03-2 CAPLUS 

CN Cyclohexaneacetamide, a-[ [ [ 4- (2-butynyloxy) phenyl) sulfonyl] amino) - 
N, 4 -di hydroxy-, <«R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 287479-10-1P 

RL: RCT (Reactant) i SPN (Synthetic preparation) i PREP (Preparation)* RACT 
(Reactant or reagent) 
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(prepn. of acetylenic a-amino acid-based sulfonamide hydroxamic 
acid TACE inhibitors) 

RN 287479-10-1 CAPLUS 

CN Cyclohexaneacetamide, a- ( ( [ 4- (2-butynyloxy) phenyl) sulfonyl] ami no) -4- 
(1(1, l-diraethylethyl)dimathylsi lyl] oxy] -N-hydroxy-, (aR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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Preparation of remedial or preventive agents for 
congestive heart failure 

Watanabe, Fumihikoi Gemba, Takefumi; Tsuzuki, 

Hiroshigei Shimamura, Toshitake 

Shionogi & Co., Ltd., Japan 

PCT Int. Appl. , 69 pp. 
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AU 9956470 Al 20000403 AU 1999-56470 
PRIORITY APPLN. INFO.: • JP 1998-258033 

WO 1999-JP4859 

OTHER SOURCE (S): MARPAT 132:236806 
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DATE 



19990908 
CH, CN, CR, CU, 
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LU, LV, MD, MG, 
SG, SI. SK, SL, 
AM, AZ, BY, KG, 

CH, CY. DE, DK, 
BF. BJ, CF, CG, 

19990908 
A 19980911 
W 19990908 




Title compds. (R) -R5R4R3S02N (R2) CH (Rl) COY [Ii Rl and R2 each represents 
hydrogen, optionally substituted lower alkyl, optionally substituted 
(hetero) aryl, etc.; R3 represents optionally substituted (hetero) arylene, 
etc.i R4 represents, e.g., a single bond, CC, or a group represented by Q, 
R5 represents optionally substituted (hetero) aryl , optionally substituted 
nonarom. heterocyclic group, etc.; and Y represents NHOH or OHJ , 
stereoisomers, pharmacol. acceptable salts, and hydrates are prepared as 
remedial or preventive agents for congestive heart failure in mammal. The 
title compound (S)-II was prepared 
193807-89-5P 
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RL: SPN (Synthetic preparation)! THU (Therapeutic use) ; BIOL (Biological 
atudy); PREP (Preparation) J USES (Uses) 

(prepn. of remedial or preventive agents for congestive heart failure) 

RN 193807-89-5 CAPLUS 

CN Benzeneacetamide, a-( ( ( 1 , 1 ' -biphenyl] -4-ylsulf onyl) amino) -N-hydrcxy- 
, («R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Ph 
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REFERENCE COUNT: 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
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AB The title compds. [Ij n - 1-2; X - O, CH2, CO, etc.; R - H, alkyl, 

hydroxyalkyl, etc.; D - 0-3; L - 0-3; Rl - H, a side chain of a natural 
amino acid, a side chain of an unnatural amino acid; Y - OH, OMe, OCH2Ph, 
etc.), useful as inhibitors of matrix metalloproteinases, particularly 
gelatinase A, collagenase-3, and stromelysin-1 and for the treatment of 
multiple sclerosis, atherosclerotic plaque rupture, aortic aneurysm, heart 
failure, left ventricular dilation, restenosis, periodontal disease, 
corneal ulceration, treatment of burns, decubital ulcers, wound healing, 
cancer, inflammation, pain, arthritis, osteoporosis, renal disease, or 
other autoimmune or inflammatory disorders dependent upon tissue invasion 
by leukocytes or other activated migrating cells, acute and chronic 
neurodegenerative disorders including stroke, head trauma, spinal cord 
injury, Alzheimer's disease, amyotrophic lateral sclerosis, cerebral 
amyloid angiopathy, AIDS, Parkinson's disease, Huntington's disease, prion 
diseases, myasthenia gravis, and Duchenne's muscular dystrophy, were 
prepared E.g., a multi-step synthesis of (R)-II which showed IC50 of 6.7 
^M against col lagenase-l full length enzyme, was given. 

IT 257626-67-8P 257627-29-5P 

RL: BAC (Biological activity or effector, excapt adverse) i BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) > 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of tricyclic sulfonamides as inhibitors of matrix 
metalloproteinases) 

RN 257626-67-8 CAPLUS 

CN Benzeneacetamide, N-hydroxy-a- ( [ (6, 7, 8, 9-tetrahydro-3- 

dibenzofuranyl)sulfonyl] amino]-, <«sf- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 257627-29-S CAPLUS 

CN Benzeneacetamide, N-hydroxy-a- [ [ (6, 7, 8, 9-tetrahydro-3- 

dibenzofuranyl)sulfonyl]amino]-, (ccR) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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II * x 1 



v JL ,-NH-i 



AB Tho invention provides title compds. I (A - S02Ar, COAr, CONHAr, 

P(0)(R)Ar; Ar - (un) substi tuted mono- or bicyclic aryl or heteroaryl; Rl - 
H, alkyl; R2-R4 - independently H, (un) substi tuted alkyl, aryl, 
heteroaryl, arylalkyl. alkoxyalkyl, hete rocyclyl, heterocyclylalkyl; R1R2, 
R2R3, R3R4 may form rings; X - bond, Cl-6 alkyl, CO, 0, N, NZ, S, S (O) , 
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S02; Y - bond, Cl-6 alkyl, CO, C02, CONH, O, N, NZ, S, S (O) , S02; 2 • H, 
COR4, C02R4, C0NHR4, R4 , C(S)R4, CSNHR4, S02R4) or an optical isomer, 
diastereomer or enantiomer thereof, or a pharmaceutical ly-acceptable salt, 
or biohydrolyzable amide, ester, or imide thereof are useful as inhibitors 
of metal loproteases. Also disclosed are pharmaceutical compns. and 
methods of treating diseases, disorders and conditions characterized by 
metal loprotease activity using these compds. or the pharmaceutical compns. 
contg. them. Thus, S-methylation of D-penici llamine (D-Pen) with Me2S04 
and Ba(OH)2, followed by N-sulfonylation with 4-MeOC6H4S02Cl gave 731 
adduct 4-MeOC6H4S02-D-Pen(Me)-OH (II). Acid chlorination of II with 
oxalyl chloride, followed by amidation with hydroxylami ne gave desired 
N-hydroxyamide III in 65* yield. 
220389-81-1P 220389-82-2P 220389-83-3P 
220389-84-4P 220391-58-2P 220391-S9-3P 
220391-60-6P 220391-61-7P 220391-64-0P 
220391-65-1P 220391-66-2P 220391-67-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of substituted amino acid N-hydroxyamides as metal loproteas 

inhibitors) 
220389-81-1 CAPLUS 

Cyclohexaneacetamide, N-hydroxy-a- [ [ (4-methoxyphenyl) sulfonyl] amino] - 
1- (methylthio) - (9CI) (CA INDEX NAME) 



O SM. 



RN 220389-82-2 CAPLUS 

CN 2H-Pyran-4-acetamide, tetrahydro-N-hydroxy-a- [ { (4- 

methoxyphenyl) sulfonyl] ami no] -4- (me thy lthio) - (9CI) (CA INDEX NAME) 



0 SMe 



RN 220389-83-3 CAPLUS 

CN Cyclohexaneacetamide, N-hydroxy-a- ( ( (4 -me thoxyphenyl) sulfonyl] ami no] - 
1- (methyl sulfonyl)- (9CI) (CA INDEX NAME) 
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RN 220389-84-4 CAPLUS 

CN 2H-Pyran-4-acetamide, tetrahydro-N-hydroxy-a- {( (4 - 

methoxyphenyl) sulfonyl] amino) -4 - (methylsulfonyl) - (9CI) (CA INDEX NAME) 



RN 220391-58-2 CAPLUS 

CN 2H-Thiopyran-4-acetamide, tetrahydro-N-hydroxy-a- (( (4- 

methoxyphenyl) sulfonyl) amino] -4- (methylthio) - (9CI) (CA INDEX NAME) 



J^J-NH-LP 
n ^X^ 0 SMe 



RN 220391-59-3 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-a- [[ (4- 

me thoxyphenyl) sulfonyl] amino] -l-methyl-4- (methylthio) - (9CI) (CA INDEX 
NAME) 
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RN 220391-60-6 CAPLUS 

CN Cyclohexaneacetamide, a-[ [ (4 -bromophenyl ) su If onyl ] ami no] -N-hydroxy- 1 - 
(methylthio)- (9CI) (CA INDEX NAME) 



y<s^ 0 SMe 



RN 220391-61-7 CAPLUS 

CN Cyclohexaneacetamide, a- [ [ (4 -butoxyphenyl) sulfonyl] amino] -N-hydroxy- 
1- (methylthio) - (9CI) (CA INDEX NAME) 



, a oS<j7 O SMe 



RN 220391-64-0 CAPLUS 

CN 2H-Thiopyran-4-acetamide, tetrahydro-N-hydroxy-a- ( ( (4- 

me thoxyphenyl) sulfonyl] amino) -4- (methylsulfonyl) -, 1,1-dioxide (9CI ) (CA 
INDEX NAME) 



C- NH- OH O 



O G=S-Me 
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RN 220391-65-1 CAPLUS 

CN 4-Pipendine3cetamide, N-hydroxy-«- [ ( (4 - 

methoxyphenyl) sulfonyl] amino] -l-methyl-4- (methylsulfonyl) - (9CI) (CA 
INDEX NAME) 
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TXJ 1 -Tf 



RN 220391-66-2 CAPLUS 

CN Cyclohexaneacetamide, o-( ( ( 4 -bromophenyl) sulfonyl] amino] -N-hydroxy-1- 
(methylsulfonyl)- (9CI) (CA INDEX NAME) 



S- NH— CH— 



= S-Me 

II 



RN 220391-67-3 CAPLUS 

CN Cyclohexaneacetamide, a-[ [ (4-butoxyphenyl) sulfonyl] amino] -N-hydroxy- 
l-(methylsulfonyl)- (9CI) (CA INDEX NAME) 



^O-|- nh -L(0 



= S-Me 

II 
O 



ACCESSION NUMBER: 
DOCUMENT NUMBER! 
TITLE: 

INVENTOR (S) i 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT I NFORMAT I ON : 

PATENT NO, 



1998:590740 CAPLUS 
129:225747 

a-Aminosulfonyl hydroxamic acids as matrix 
metalloprotei nase inhibitors 
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MARPAT 129:225747 
The present invention relates to therapeutically active 
a-aminosulfonyl hydroxamic acids, to pharmaceutical compns. containing 
them, and to the method of using such compds. The compds. of the 
invention are inhibitors of matrix metal loproteinases involved in tissue 
degradation, hence are useful for the treatment of osteoarthritis, 
rheumatoid 

arthritis, septic arthritis, osteopenia, osteoporosis, tumor metastasis, 
periodontitis, gingivitis, corneal ulceration, dermal ulceration, or 
gastric ulceration. N-Hydroxy-2 (R) - ( (4-methoxybenzenesulf onyl) amino] -3- (3- 
indolyl) -propanamide (I) was prepared by 3 steps from reactants, 
D-tryptophan Me ester hydrochloride, 4-methoxybenzenesulfonyl chloride, 
and hydroxyamine hydrochloride. I was in vitro tested for inhibitory 
activities in gelatinase, resulting in Ki (inhibition constant) value of 
0.00781 M. 
IT 20675B-46-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of a-aminosulfonyl hydroxamic acids as matrix 
metal loproteinase inhibitors) 
RN 206758-46-5 CAPLUS 

CN Benzeneacetamide, N-hydroxy-a- ( [ (4 -methoxyphenyl) sulf onyl) ami no] -, 
(oR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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AB R10COCR1R2NR3SO2NR20R21 [I; R1-R3 - H, (CO-i nte rrupted) alkyl, 

heterocyclyl (alkyl) , (hetero) aryl (alkyl) , etc.; R1R2, R1R3, R2R3 - atoms 
to complete a ring; R10 - NR110R12; RU.R12 - H or (ar) alkyl; R20.R21 - H, 
alkyl, (hetero) aryl [alk (en)yl] , etc.; NR2QR21heterocyclyl) were prepared 
Thus, (R) -1-14- (4 -chlorobenzoyl) pipe ridine-1 -sulfonyl) pi peridine-2- 
carboxylic acid was amidated by H2NOCMe3 and the product deprotected to 
give title compound (R)-II. Data for biol. activity of ! were given. 

IT 210914-92-4P 210915-1O-9P 210915-15-4P 
210916-84-OP 2I0916-88-4P 210916-89-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparati on) ; THU (Therapeuti c use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of N-sulf amoylpiperidi ne-2-hydroxamic acids and analogs as 
metalloproteinase inhibitors) 
RN 210914-92-4 CAPLUS 

CN Cyclohexaneacetamide, a- [ [ (4- ( (S-chloro-2-pyridi nyl) oxy) -1- 

piperidinyl] sulfonyl] amino] -N-hydroxy-, (oR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




210915-10-9 CAPLUS 

Benzeneacetamide, «-( ( (4-( (5-chloro-2-pyridinyl)oxy] -1- 
piperidinylj sulfonyl! ami no] -N-hydroxy- (9CI) (CA INDEX NAME) 



HO- NH— C- CH— NH— 



RN 210915-15-4 CAPLUS 

CN Benzeneacetamide, 4-f luoro-a- [ [ [4- (4-f luorophenyl) -1- 
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piperidinyl]sulfonyl]araino)-N-hydroxy-, («R> - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 210916-84-0 CAPLUS 

CN Benzeneacetamide, «-( { {4- (4-f luorophenyl) -3, 6-dihydro-l (2H) - 

pyridi nyl) sulf onyl J amino] -N- hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 210916-88-4 CAPLUS 

CN Benzeneacetamida, 4-f luoro-a- ( [ (4- (4-f luorophenyl ) -3, 6-dihydro-l (2H) - 
pyridi nyl] sulf onyl] amino) -N-hydroxy-, (aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 210916-89-5 CAPLUS 

CN Benzeneacetamide,' a- [[[ 4- (4-chlorophenyl) -3, 6-dihydro-l (2H) - 

pyri di nyl J sulf onyl] amino] -4-f luoro-N-hydroxy-, (aR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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(prepn. of a-amino sulf onyl hydroxamic acids as matrix 
metalloproteinase inhibitors) 

RN 206758-46-5 CAPLUS 

CN Benzeneacetamide, N-hydroxy-a- ( [ (4-methoxyphenyl) sulf onyl ] ami no] -, 
(aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




REFERENCE COUNT: 



THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



N-S02-B 2 



AB The title compds. I (Rl is iso-Pr, 2-methylbut-2-yl, Ph, benzyl, or 

lH-indol-3ylmethyl» R2 is n-octyl, Ph, or Ph substituted with methoxy, 
fluoro, or bromo] are prepared In an in vitro test for inhibition of 
gelatinase, N-hydroxy-2- (R) -( (benzenesulfonyl) amino) -3-methylbutanamide in 
vitro showed the Ki value of 0.082 

IT 206758-46-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
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RN 196951-51-6 CAPLUS 

CN 3-Pyrrolidineacetamide, a-[[ (4 -f luorophenyl) sul f onyl ) ami no) -N- 

hydroxy-3-(2-methylpropyl)-2-oxo-l- (2-phenylethyl) -, [S- (R* , R* ) ) - (9CI) 
{CA INDEX NAME) 

Absolute stereochemistry. 



N N ^ q 



AB Title compds. [li R - CR2R10CONHOH; Rl - H, (un) substituted alkyl, aryl, REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 

etc.; R2 - H, alkyl (amino), alkoxy, etc.; R3 - H, alkyl, aryl (alkyl) , RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

eto R4 - H or (un) substi tuted carbamoyl; R10 - H, OH, alkoxy, 

(alkyl)amino, etc.i 21 - CH2, CO, (alkyl) imino, etc.; Z2 - CH2, 

(alkyl) imino, etc.] were prepared Thus, y-butyrolactone was 

cyclocondensed with PhCH2CH2NH2 and the Me2CHCH2 I -alkylated product 

condensed with BrCH2C02CMe3 to give, in 2 addnl. steps, title compound II. 

Data for biol. activity of I were given. 
IT 196951-47-0P 196951-51-6P 

RL: BAC (Biological activity or effector, except adverse) ) BSU (Biological 

study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) i 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of 2-oxopyrrolidine-3-acetohydroxamic acids and analogs as 
matrix metal loproteinase inhibitors) 
RN 196951-47-0 CAPLUS 

CN 3-Pyrrolidineacetamide, a- {[ (4-f luorophenyl) sulf onyl ) amino) -N- 

hydroxy-3- (2-methylpropyl) -2-oxo-l- (2-phenylethyl) (R- (R* , S* ) ) - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB The invention provides novel hydroxamic acid derivs. I and their 

pharmaceutical ly acceptable salts [wherein X - CH2, NR5, CO; Y - CH2, NR5; 
provided that Y - CH2 when X - NR5; Rl • H, alkyl, (CH2)i-Ar, (CH2)iOR5, 
(CH2)i-Het, etc.; R2 - H, alkyl, (CH2) jOR5, NHRS, (CH2)jNR6R7, etc; R3 - 
H, alkyl, (CH2)j-Ar, <CH2)j-Het, (CH2) j-cycloalkyl, CONHR5; R4 - H, 
CONHR5, CONR6R7 , other derivs. of CONH2, etc.; R5 - H, alkyl, (CH2)j-Ar, 
(CH2) j-Ar-Ar, (CH2) j-Ar- (CH2) j-Ar, (CH2)j-Het, (CH2) -cycloalkyl; R6. R7 - 
H, alkyl, (CH2)j-Ar, Q; or NR6R7 - (optionally alkyl-substi tuted) 
azetidinyl, pyrrolidinyl, piperazinyl, piperidinyl, or morpholinyl; R10 - 
H, OH, OR5, NHR5, (CH2) jOR5; Ar - (un) substi tuted Ph; Het - 5- or 
6-memberod N/O/S heterocycle; Q - saturated 5- or 6-membered N/O/S * 
heterocycle; i - 1-6, j - 0-4). I inhibit various enzymes from the matrix 
metal loproteinase family, including collagenase, stromelysin, and 
gelatinase, and are useful for the treatment of matrix 
metal lo-endoproteinase diseases such as osteoarthritis, rheumatoid 
arthritis, septic arthritis, osteopenias such as osteoporosis, tumor 
metastasis (invasion and growth), periodontitis, gingivitis, corneal, 
dermal, and gastric ulceration, and other diseases related to connective 
tissue degradation For instance, 1- (2-phenylethyl) -2-pyrrolidi none 

underwent 

a sequence of lithiation with LDA and C-alkylation with iso-BuI (99»), a 
second alkylation with BrCH2COBu-tert (681), saponification with CF3C02H 
(92%), 

and hydroxamidation with NH20H.HC1 using EDC and HOBT (31*), to give title 
compound II. The title compound III inhibited matrix me tal loprotei nases in 
vitro with Ki (mM) as follows: stromelysin 0.0105, gelatinase 0.00106, 
and collagenase 0.00069. 
IT 196951-47-0P 196951-51-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
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(prepn. of pyrrolidinone hydroxamic acid derivs. for treatment of 
connective tissue degrdn. diseases) 

RN 196951-47-0 CAPLUS 

CN 3-Pyrrolidineacetamide, «-[( (4-f luorophenyl) sulfonyl] amino] -N- 

hydroxy-3-(2-methylpropyl) -2-oxo-l- (2-phenylethyl)-, (R- (R* , S* ) ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 196951-51-6 CAPLUS 

CN 3-Pyrrolidineacetamide, «-([ (4-f luorophenyl) sulfonyl) amino) -N- 

hydroxy-3- (2-raethylpropyl) -2-oxo-l- (2-phenylethyl)-, (S-(R*,R*) )- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB The title compds. R5R4R3S02NR2CHR1COY [Rl - (un) substi tuted alkyl, aryl, 
aralkyl, heteroaryl. etc.; R2 - H, (un) substi tuted alkyl, etc.; R3 - 
single bond, (un) substi tuted arylene, etc.; R4 - single bond, CH:CH, 
C.tplbond.C, CO, CONH. N:N, NHCONH, HHCO, O, S, S02NH, etc.; R5 - 
(un) substi tuted alkyl, cycloalkyl, etc.; Y - NHOH, OH; a proviso is qivenl 
are prepared The title compound (R)-I in vitro showed IC50 of 3.95 nM 
against MMP-9 (gelatinase B) . 

IT 193807-89-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of sulfonylamino acid derivs. as metalloproteinase 
inhibitors) 

RN 193807-89-5 CAPLUS 

CN Benzeneacetamide, <*-( ((1, 1' -biphenyll -4 -ylsulfonyl) amino) -N-hydroxy- 
, (o.R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
121.68 293.99 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -17.94 -17.94 



STN INTERNATIONAL LOGOFF AT 13:08:00 ON 06 JUN 2007 



Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: SSSPTASEL1626 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 
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NEWS 


1 






Web Page for STN Seminar Schedule - N. America 


NEWS 
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JAN 


08 


CHEMLIST enhanced with New Zealand Inventory of Chemicals 


NEWS 
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JAN 


16 


CA/CAplus Company Name Thesaurus enhanced and reloaded 


NEWS 
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JAN 


16 


IPC version 2007.01 thesaurus available on STN 


NEWS 
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JAN 


16 


WPIDS/WPINDEX/WPIX enhanced with IPC 8 reclassification data 


NEWS 
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JAN 


22 


CA/CAplus updated with revised CAS roles 


NEWS 
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JAN 


22 


CA/CAplus enhanced with patent applications from India 


NEWS 


8 


JAN 


29 


PHAR reloaded with new search and display fields 


NEWS 


9 


JAN 


29 


CAS Registry Number crossover limit increased to 300,000 in 










multiple databases 


NEWS 


10 


FEB 


15 


• PATDPASPC enhanced with Drug Approval numbers 


NEWS 


11 


FEB 


15 


RUSSIAPAT enhanced with pre-1994 records 


NEWS 


12 


FEB 


23 


KO REAP AT enhanced with IPC 8 features and functionality 


NEWS 


13 


FEB 


26 


MEDLINE reloaded with enhancements 


NEWS 


14 


FEB 


26 


EMBASE enhanced with Clinical Trial Number field 


NEWS 


15 


FEB 


26 


TOXCENTER enhanced with reloaded MEDLINE 


NEWS 


16 


FEB 


26 


IFICDB/IFIPAT/IFIUDB reloaded with enhancements 


NEWS 


17 


FEB 


26 


CAS Registry Number crossover limit increased from 10, 000 










to 300,000 in multiple databases 


NEWS 


18 


MAR 


15 


WPIDS/WPIX enhanced with new FRAGHITSTR display format 


NEWS 


19 


MAR 


16 


CASREACT coverage extended 


NEWS 


20 


MAR 


20 


MARPAT now updated daily 


NEWS 


21 


MAR 


22 


LWPI reloaded 


NEWS 


22 


MAR 


30 


RDISCLOSURE reloaded with enhancement's 


NEWS 


23 


APR 


02 


JICST-EPLUS removed from database clusters and STN 


NEWS 


24 


APR 


30 


GENBANK reloaded and enhanced with Genome Project ID field 


NEWS 


25 


APR 


30 


CHEMCATS enhanced with 1.2 million new records 


NEWS 


26 


APR 


30 


CA/CAplus enhanced with 1870-1889 U.S. patent records 


NEWS 


27 


APR 


30 


INPADOC replaced by INPADOCDB on STN " 


NEWS 


28 


MAY 


01 


New CAS web site launched 


NEWS 


29 


MAY 


08 


CA/CAplus Indian patent publication number format defined 


NEWS 


30 


MAY 


14 


RDISCLOSURE on STN Easy enhanced with new search and display 










fields 


NEWS 


31 


MAY 


21 


BIOSIS reloaded and enhanced with archival data 


NEWS 


32 


MAY 


21 


TOXCENTER enhanced with BIOSIS reload 


NEWS 


33 


MAY 


21 


CA/CAplus enhanced with additional kind codes for German 










patents 


NEWS 


34 


MAY 


22 


CA/CAplus enhanced with IPC reclassification in Japanese 



patents 

NEWS EXPRESS NOVEMBER 10 CURRENT WINDOWS VERSION IS V8.01c, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 



